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Public Abstract: Translational Candidate

Smooth muscle cell progenitors (pSMCs) differentiated from patient iPSCs which is injected into
the urethral muscle to regenerate a a weak urethra.

Area of Impact

Surgery for urinary incontinence is effective in 80% of patients. Our target is those who failed
surgery (20%), or those who cannot undergo surgery.

Mechanism of Action

Our animal data suggest a paracrine stimulation of native elastin metabolism and smooth muscle
cell engraftment with differentiation of these cells into terminal smooth muscle cells. Both effects
are complimentary to urethral function; while elastin increases elasticity of the sphincter muscle,
the regenerated smooth muscle cells provide the contractile forces required to close the urethral
to prevent leakage of urine.

Unmet Medical Need

Our target is those who failed surgery (20%) or those who are not candidates for standard
therapy. This population is without options. This group is generally older and will increase
drastically with the number of women with Ul forecasted to increase by 55% by 20501 and as the
US population ages.

Project Objective
Pre-IND meeting
Major Proposed Activities

e Development of cGMP compliant procedures for isolation and production of patient iPSC
lines

e Development of cGMP compliant manufacturing process for iPSC-derived pSMCs and
production of 3 pSMC pilot lots from patient iPSC lines

e Perform preliminary toxicology, biodistribution, safety, potency, and efficacy studies using the
pSMC pilot lots

Statement of Benefitto  Surgery for urinary incontinence (Ul) is one of the most common indication for surgery in women

California: with more than 210,000 women undergoing surgery for Ul annually in the US. Unfortunately 20%
of these will fail. There is also a number of patients who cannot undergo surgery due to older age
or medical conditions. This results in one third of older Californian women without options. This
population will increase drastically with the number of women with Ul forecasted to increase by
55% by 2050.
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